Existing microarray gene expression profiling studies of tonic/chronic pain were subjected to meta-analysis to identify genes found to be regulated by these pain states in multiple, independent experiments. Twenty studies published from 2002 to 2008 were identified, describing the statistically significant regulation of 2254 genes. Of those, a total of 79 genes were found to be statistically significant ''hits'' in 4 or more independent microarray experiments, corresponding to a conservative P < 0.01 overall. Gene ontology-based functional annotation clustering analyses revealed strong evidence for regulation of immunerelated genes in pain states. A multi-gene quantitative real-time polymerase chain reaction experiment was run on dorsal root ganglion (DRG) and spinal cord tissue from rats and mice given nerve (sciatic chronic constriction; CCI) or inflammatory (complete Freund's adjuvant) injury. We independently confirmed the regulation of 43 of these genes in the rat-CCI-DRG condition; the genetic correlates in all other conditions were largely and, in some cases, strikingly, independent. However, a handful of genes were identified whose regulation bridged etiology, anatomical locus, and/or species. Most notable among these were Reg3b (regenerating islet-derived 3 beta; pancreatitis-associated protein) and Ccl2 (chemokine [C-C motif] ligand 2), which were significantly upregulated in every condition in the rat. Ó
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Introduction
The development of high-density oligonucleotide microarray technologies has allowed for the simultaneous assessment of the expression levels of several thousand mRNA transcripts in a single high-throughput procedure [46] (see [29, 55] for review). From 2002 to 2008, 20 studies were published describing the use of microarray-based technologies-commonly (albeit not always accurately) referred to as ''gene chips''-to profile global gene expression patterns in the central and peripheral nervous system following a variety of neuropathic and inflammatory pain states in rodents. These studies each identified up to hundreds of candidate genes, many of which have yet to be confirmed by followup genetic and/or functional assays. The confirmation and analysis of these genes would greatly increase our understanding of the complex molecular cascades causal to chronic pain, affected by chronic pain, and/or useful as correlative biomarkers of chronic pain.
How to interpret the vast amounts of data generated by microarray experiments into meaningful patterns and clusters that can guide the development of novel hypotheses has remained a consistent challenge. In addition, the problems of false-positive findings on a potentially massive scale, and the difficulty in identifying what constitutes a biologically relevant change in gene expression amongst the tens of thousands of mRNA transcripts represented on a modern microarray chip, has led many to question the value these types of studies provide. Simply put, of the hundreds of candidate genes identified by multiple microarray studies as ''pain relevant,'' how should one prioritize single gene-focused follow-up studies? These decisions are usually made with respect to a priori hypotheses, but this strategy obviously limits the potential heuristic value of microarray gene expression profiling as a systematic vehicle for gene discovery. In some cases, regulated genes are chosen for further study based on their ontologies or via bioinformatics analyses (eg, [11, 17] ). An alternate and completely agnostic approach is to use meta-analytic techniques for the reanalysis of primary data obtained in different published investigations.
Herein, we collected lists of significantly regulated genes from relevant microarray studies in order to identify genes appearing several times in independent experiments. We were thus able to 
